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□ furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



4. 



□ 
□ 



The amendments have resulted in the cancellation of: 

□ the description, pages 

the claims, Nos. 

the drawings, sheets/fig 



5 P] ™ s re P° rt has bee « established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
yiK TS? or/ as ori Slnally filed 1 * and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70. 1 7). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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International application No. 

PCT/JP03/05024 



m. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

the entire international application. 

21-23.27-30 



12SJ claims Nos 
because: 



the said international application, or the said claims Nos. 21-23 

relate to the following subject matter which does not require an international preUminary examination (specify): 



The subject matter of claims 21 and 23 relates to a method for treatment of the human body 
by therapy, which does not require an international preliminary examination by the International 
Preliminary Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



j | the description, claims or drawings (indicate particular elements below) or said claims Nos. 
1 — 1 are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. 
by 



the description that no meaningful opinion could be formed, 
no international search report has been established for said claims Nos. 



. are so inadequately supported 
21-23. 27-30 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I I me written form has not been furnished or does not comply with the standard. 

I 1 me computer readable form has not been furnished or does not comply with the standard. 
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I V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; j 
J citations and explanations supporting such statement 1 


1 1. Statement 








I Novelty (N) 


Claim 


4 


YES 1 




Claims 


IOC in o a 

1-3, 5-20, 24-26 


NO 1 


Inventive step (IS) 


Claims 




YES 




Claims 


1-20,24-26 


NO 


Industrial applicability (IA) 


Claims 


1-20, 24-26 


YES 1 




Claims 




NO 











2. Citations and explanations 



ESZU v EL J°?I HY > 1 T - R > "N-Axylpiperazinyl-N'-propylamino Derivatives of Heteroaryl 
Amides as Functional Uroselective al -Adrenoceptor Antagonists" Journal of Medicinal Chemistry, 
1997, Vol. 40, No. 17, pages 2674-2687 y 

kZZ^o^f^' A > '' StUdieS ° n derivatives and related compounds. LDC 

HoS? 55 f 2, 3-dahydro-lH-pyrazolo [5, l-b]purin-2-ones" Chemical & Pharmaceutical Bulletin, 
1968, Vol. 16, No. 1 1, pages 2195-2199 

Document 3: US, 4081545, A (Beecham Group Ltd.), 28 March, 1978 

Document 4: US, 4166817, A (Beecham Group Ltd.), 04 September, 1979 

Document 5: US, 2002/132826, A (Levin J. I.), 19 September, 2002 

Document 6: US, 2001/46989, A (American Cyanamid Company), 29 November, 2001 

Document 7: US, 2001/25047, A (American Cyanamid Company), 27 September 2001 

Document 8: WO, 99/18076, Al (American Cyanamid Company) 15 April 1999 

Document 9: WO ^01/90101, Al (Aventis Pharmaceuticals Products Inc.), 29 November, 2001 

Document 10: WO, 02/28820, Al (Merck Patent G.M.B.H.), 1 1 April, 2002 

Document 1 1: WO, 02/024613, A2 (Pfizer Products, Inc.), 28 March, 2002 

Document 12: WO, 99/10313 Al (F. Hoffmann-La Roche A.-G.), 04 March 1999 

Document 13: US, 622901 1, Bl (F. Hoffinann-La Roche A.-G.), 08 May, 2001 

Document 14: BARTROLI, J., "New Azole Antifungals. 2. Synthesis and Antifungal Activity of 

KS S^ Derivatives of 3-Amino-2-aryl-l-azolyl-2-butanol», Journal of Medicinal 
Chemistry, 1998, Vol. 41, No. 1 1, pages 1855-1868 

Document 15: WO, 99/59526, A2 (Smithkline Beecham Corporation), 25 November, 1999 
Document 16: US, 5888941, A (J. URIACH & CIA. S.A.), 30 March, 1999 
Document 17: US, 5478838, A (Yoshitomi Pharmaceutical Industries, Ltd.), 26 December, 1995 
Document 8: US, 4918074, A (Yoshitomi Pharmaceutical Industries Ltd.) 17 April, 1990 
Document 19: US, 4992442, A (Pola Chemical Industries, Inc.), 12 February 1991 
Document 20: JP, 07-267960, A (Lederle (Japan), Ltd.), 17 October, 1995 

n°5 C ^^°^T SOn ' T ? J^^ S md anitifim S al P ro Perties of certain 7-alkylaminopyrazolo 
[l,5-a]pynmidmes" Journal of Medicinal Chemistry, 1977, Vol. 20, No. 2, pages 296-299 
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nal application No. 
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IIL Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



L :^ c ^ff^T y he ^ C i Mention appears to be novel, to involve an inventive step (to be non obvious), or to be 

industrially applicable have not been examined in respect of: * uc 

the entire international application. 



LXJ claims Nos. 21-23. 27-30 

because: 



the said international application, or the said claims Nos. 21-23 

relate to the following subject matter which does not require an international preliminary examination (specify); 



The subject matter of claims 21 and 23 relates to a method for treatment of the human body 
by therapy, which does not require an international preliminary examination by the International 
Preliminary Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67 l(iv) 



I I the description, claims or drawings indicate particular elements below) or said claims Nos 
' — » are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. ™ crk z^a^^u, ™ ^ a 

by the description that no mea ningful opinion could be formed. S ° inadecwatel y supported 

1^1 no international search report has been established for said claims Nos. 21-23. 27-30 



2. A meaningful international prehminary examination cannot be carried out due to the failure of the nucleotide anri/nr ami™ o^h 
sequence listing to comply with the standard provided for in Annex C of the Adrnini^S 

□ 

the written form has not been furnished or does not comply with the standard. 

□ 

the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement ander Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability QA) 



Claim 



1-3, 5-20, 24-26 



Claims 
Claims 

Claims 
Claims 



1-20, 24-26 



1-20, 24-26 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 



Document 1: ELWORTHY, T. R, "N-Arylpiperazmyl-N'-propylamino Derivatives of Heteroaiyl 
Amides as Functional Uroselective al -Adrenoceptor Antagonists" Journal of Medicinal Chemistry 
1997, Vol. 40, No. 17, pages 2674-2687 

Document 2: TAKAMIZAWA, A., "Studies on Pyrimidine derivatives and related compounds LDC 
Syntheses of 2, 3-dihydro-lH-pyrazolo [5, l-b]purin-2-ones" Chemical & Pharmaceutical Bulletin 
1968, Vol. 16, No. 1 1, pages 2195-2199 

Document 3: US, 4081545, A (Beecham Group Ltd.), 28 March, 1978 

Document 4: US, 4166817, A (Beecham Group Ltd.), 04 September 1979 

Document 5: US, 2002/132826, A (Levin J. I.), 19 September, 2002 

Document 6: US, 2001/46989, A (American Cyanamid Company), 29 November, 2001 

Document 7: US, 2001/25047, A (American Cyanamid Company), 27 September, 2001 

Document 8: WO, 99/18076, Al (American Cyanamid Company), 15 April, 1999 

Document 9: WO, 01/90101, Al (Aventis Pharmaceuticals Products Inc.), 29 November, 2001 

Document 10: WO, 02/28820, Al (Merck Patent G.M.B.H.), 1 1 April, 2002 

Document 11: WO, 02/024613, A2 (Pfizer Products, Inc.), 28 March, 2002 

Document 12: WO, 99/10313 Al (F. Hoffmann-La Roche A.-G.), 04 March, 1999 

Document 13: US, 622901 1, Bl (F. Hoffmann-La Roche A.-G.), 08 May, 2001 

Document 14: BARIROLI, J., "New Azole Antifungals. 2. Synthesis and Antifungal Activity of 

Heterocyclecarboxamide Derivatives of 3-Amino-2-aryl-l-azolyl-2-butanol", Journal of Medicinal 

Chemistry, 1998, Vol. 41, No. 11, pages 1855-1868 

Document 15: WO, 99/59526, A2 (SmithWine Beecham Corporation), 25 November, 1999 
Document 16: US, 5888941', A (J. URIACH & CIA. S.A.), 30 March, 1999 
Document 17: US, 5478838, A (Yoshitomi Pharmaceutical Industries, Ltd.), 26 December 1995 . 
Document 18: US, 4918074, A (Yoshitomi Pharmaceutical Industries, Ltd.), 17 April 1990 
Document 19: US, 4992442, A (Pola Chemical Industries, Inc.), 12 February 1991 ' 
Document 20: JP, 07-267960, A (Lederle (Japan), Ltd.), 17 October, 1995 

Document 21: Novinson, T., "Synthesis and anitifungal properties of certain 7-alkylaminopyrazolo 
Ll,5-a]pynmidmes" Journal of Medicinal Chemistry, 1977, Vol. 20, No. 2, pages 296-299 



Form PCT/ IPEA/409 (Box V) (July 1998) 



INTERNATIONAL Pi 




JMINARY EXAMINATION REPORT 




Jial application No. 
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Vm. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

The inventions relating to claims 1-26 are inventions for the compound represented by General 
Formula (T) or drugs, etc. having the same as an active ingredient, and because a compound having a 
pyrazoro[l,5-a]-pyrimidine as a base skeleton in the same compound is publicly known, as can be 
seen in such documents as the document JP, 2001-302666, A (Nissan Chemical Industries, Ltd.), a 
common novel basic skeleton is not found to be present in the chemical structures of the compound of 
the inventions of this application. As a result, a single invention cannot be identified clearly from the 
claims describing such compounds. 

Meanwhile, a prior art document search was conducted in light of the descriptions of the 
specification of this application and as part of the search, many compounds equivalent to the 
compound of the inventions of this application have already been found; moreover, the claims contain 
descriptions that make it unclear what compounds having which structure (i.e. such as "substitutable 
compounds" and "prodrugO are included; it is in practical terms impossible to examine and present 
all the documents that describe these compounds. 

Furthermore, the inventions relating to claims 14-26 are inventions for use as a drug, etc.; 
however, the inventions supported in the sense of PCT section 6 and disclosed in the sense of PCT 
section 5 are limited to the ones that are for NAD (P) H oxidase inhibitor 
activity. 

Therefore, claims 1-26 and the specification do not appear to satisfy the prescribed 
requirements for conducting a meaningful international preliminary examination. 



Form PCT/IPEA/409 (Box Vm) (July 1998) 



P^LI 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Int^f^^al 



application No. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of Box V: 

Document 22: Mustazza, C, "Synthesis of pyrazolo[l,5-a]-, l,2,4-triazolo[l, 5-a]- and imidazorU- 
ajpynmidines related to zaleplon, a new drug for the treatment of insomnia", Journal of Heterocyclic 
Chemistry, 2001, Vol. 38, No. 5, pages 1119-1 129 

Document 23: Chem. Abstr., Vol. 54, Nos. 1-3, 1960, pages 2332-2334, abstract No. 54:2332i-54:2334f, 
CHECCffl, S JDenvatives of 5-aminopyrazole. IV. Synthesis of heterocyclic derivatives", Gazetta Oiimica 
Itahana, Vol. 87, 1957 pages 597-614 • 

Document 24: Chem Abstr., Vol. 52, Nos. 3-4, 1958, pages 2021, abstract No. 52:2021f-i, CHECCHI S "5- 
Ammopyrazole denvatives", IE. Acids of pyrazopyrimidine, pyrazopyridone, pyrazopyridine, and some 
dmvatives", Gazetta Omnica Italiana, Vol. 86, 1956, pages 631-645 
Document 25: JP, 2001-302666, A (Nissan Chemical Industries, Ltd), 31 October, 2001 

[1] The inventions described in claims 1-3, 6, 7 and 14 do not appear to be novel or to involve an inventive 
step based on document 1 cited in the ISR. 

Document 1 (page 2677, scheme 6) describes, as a compound that can be used as a drug, a compound 
having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1-3, 6 and 7. 

;2] The inventions described in claims 1-3, 6-8, 13-20 and 24-26 do not appear to be novel or to involve an 
mventive step based on document 2 cited in the ISR. 

Document 2 (page 2197, chart 2) describes, as a compound useful for the treatment of inflammation 
etc., a compound having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1-3, 6-8 and 

Document 2 does not describe the inhibitor action of a NAD (P) H oxidase which is used for diseases 
such as inflammation; however, the inventive drug of this application cannot be distinguished from the 
compound of document 2 as a drug. 

31 a Th ^ mvention f described in claims 1-3, 7 and 14 do not appear to be novel or to involve an inventive step 
based on document 3 cited in the ISR. p 

Document 3 (column 25) describes, as a compound that can be used as a drug, a compound having a 
pyrazoro[l,5-a]-pynmidine equivalent to the subject matter of claims 1-3 and 7. 

4] The inventions described in claims 1-3, 6, 7 and 14 do not appear to be novel or to involve an inventive 
step based on document 4 cited in the ISR. 

Document 4 (column 23, table 2) describes, as a compound that can be used as a drug, a compound 
having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1-3, 6 and 7. 

!5] The mventions described in claims 1-3, 6, 14-20 and 24-26 do not appear to be novel or to involve an 
mventive step based on documents 5, 6, 7 and 8 cited in the ISR. 

Document 5 (page 15, scheme XI), document 6 (page 14, scheme XI), document 7 (page 15) and 
document 8 (page 26) describe, as a compound useful for the treatment of inflammation, etc., a compound 
having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1-3 and 6. 

6] The inventions described in claims 1, 2, 14-20 and 24-26 do not appear to be novel or to involve an 
mventive step based on document 9 cited in the ISR. 

Document 9 (page 228) describes, as a compound useful for the treatment of inflammation, etc , a 
compound having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1 and 2. 

l\ n J^ ^l 01 * * 3scri 1 bed fa cla j ms l > 2 » 5 . 9 - 12 * 14-20 and 24-26 do not appear to be novel or to involve 
an mventive step based on document 10 cited in the ISR. 

Document 10 (page 96) describes, as a compound useful for the treatment of diabetes, etc., a compound having 
a pyrazoro[l,5-a]-pynmidme equivalent to the subject matter of claims 1,2, 5 and 9-12 
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Continuation of Box V: 

[8] The inventions described in claims 1, 2 and 14 do not appear to be novel or to involve an inventive step 
based on document 1 1 cited in the ISR. 

Document 1 1 (page 69) describes, as a compound that can be used as a drag, a compound having a 
pyrazoro[l,5-aj-pyrunidine equivalent to Ihe subject matter of claims 1 and 2. 

[9] The inventions described in claims 1, 2, 5, 9-12, 14-20 and 24-26 do not appear to be novel or to involve 
an inventive step based on documents 12 and 13 cited in the ISR. 

, . D °cument 12 (page 1 61) and document 13 (column 133) describe, as a compound useful for Ihe 
treatment of mflammation, etc a compound having a pyraz<m>[l,5-a]-pyrimidine equivalent to the subject 
matter of claims 1-3, 6-8 and 13. 

10] The inventions described in claims 1, 2 and 14 do not appear to be novel or to involve an inventive step 
based on document 14 cited in the ISR. 

Document 14 (page 1859, table 3) describes, as a compound that can be used as a drug, a compound 
Having a pyrazoro[l,5-a]-pyrinudine equivalent to the subject matter of claims 1 and 2. 

1 1] The inventions described in claims 1, 2 and 14 do not appear to be novel or to involve an inventive step 
based on document 1 5 cited in the ISR. p 

Document 15 (page 10) describes, as a compound that can be used as a drug, a compound having a 
pyrazoro[l,5-a]-pvnmidme equivalent to the subject matter of claims land 2. 

12] The inventions described in claims 1, 2, 8, 13 and 14 do not appear to be novel or to involve an inventive 
step based on document 16 cited in the ISR. 

Document 16 (column 54) describes, as a compound that can be used as a drug, a compound having a 
pyrazoro[l,5-a]-pynmidme equivalent to the subject matter of claims 1,2, 8 and 13. 

13] The inventions described in claims 1, 2, 14-20 and 24-26 do not appear to be novel or to involve an 
inventive step based on document 17 cited in the ISR. 

Document 17 (column 31) describes, as a compound useful for the treatment of cerebral infarction, etc a 
compound having a pvrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1 and 2. 

14] The inventions described in claims 1, 2, 14-20 and 24-26 do not appear to be novel or to involve an 
inventive step based on document 18 cited in the ISR. 

Document 18 (columns 462^64) describes, as a compound useful for the treatment of arteriosclerosis 
etc., a compound having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claims 1 and 2. 

15] The inventions described in claims 1, 14-20 and 24-26 do not appear to be novel or to involve an 
inventive step based on document 19 cited in the ISR. 1 

Document 19 (table 1) describes, as a compound useful for the treatment of hypertension, etc., a 
compound having a pyrazoro[l,5-a]-pyrimidine equivalent to the subject matter of claim 1. 

16] The inventions described in claims 1, 14-20 and 24-26 do not appear to be novel or to involve an 
inventive step based on document 20 cited in the ISR. 

Document 20 (column 1) describes, as a compound useful for the treatment of arteriosclerosis, etc a 
compound havmg a pyrazoro[l,5-a]-pyrinridme equivalent to the subject matter of claim 1. 

17] The inventions described in claims 1, 14-20 and 24-26 do not appear to be novel or to involve an 
inventive step based on document 21 cited in the ISR. 

n^TIn V S 5386 . 29 .^. 135,16 l ) describes » 88 a compound that can be used as a drug, a compound having a 
pyrazoro[l,5-a]-pynmidine equivalent to the subject matter of claim 1. e 
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Continuation of Box V: 

[18] The inventions described in claims 1, 14-20 and 24-26 do not appear to be novel or to involve an 
inventive step based on document 22 cited in the ISR. 

Document 22 (page 1119) describes, as a compound that can be used as a drug, a compound 
having a pyraoro[l,5-a]-pyrimidine equivalent to the subject matter of claim 1. 

[19] The inventions described in claims 1 and 2 do not appear to be novel or to involve an inventive 
step based on documents 23 and 24 cited in the ISR. 

Document 23 (column 2333f) and document 24 (column 2022b) describe a compound having a 
pyrazoro[ 1 ,5-a]-pyrimidine equivalent to the subject matter of claims 1 and 2. 



[20] The invention described in claim 1 does not appear to be novel or to involve an inventive step 
based on document 25 cited in the ISR. 

Document 25 (tables 1-3) describes a compound having a pyrazoro[l,5-a]-pyrimidine 
equivalent to the subject matter of claim 1. 

[21] The inventions described in claims 1-20 and 24-26 do not appear to involve an inventive step 
based on documents 1-25 cited in the ISR. 
See [l]-[20] above. 

In compounds having various pyrazoro[l,5-a]-pyrimidine skeletons, appropriately trying to use 
substituents in the compounds described and conceiving of use of the same as a drug could be easily 
achieved by a party skilled in the art. 

We will now consider the compounds relating to claim 4 in particular. 

The compounds described in document 23 (column 2333f) and document 24 (column 2022b) are 
pyrazoro[l,5-a]-pyrimidine having a substituted carbamoyl group at the 5 position, with a methyl 
group at the 7 position; the compound described in claim 4 differs from this in that it has hydrogen, 
hydroxy, lower alkoxy, halogen or substitutable amino at the 7 position in the pyrazoro[l ,5-a]- 
pyrimidine having a substituted carbamoyl group at the 5 position. 

Meanwhile, documents 2 and 5-8 describe a pyrazoro[l,5-a]-pyrimidine compound having a 
substituted carbamoyl group, with a substituted amino group, etc., at the 7 position, as a compound 
useful for the treatment of inflammation, etc. ; thus it would be easy for a party skilled in the art to 
conceive of using a pyrazoro[l,5-a]-pyrimidine compound also having a substituted carbamoyl group 
as described in documents 23 and 24 as a drug for anti-inflammation, etc., and to try using a 
substituted amino group, etc. as a substituent at the 7 position. 

Furthermore, the advantages of the effects of the pyrazoro[ 1 ,5-a]-pyrimidine having the 
substituted carbamoyl group at the 5 position over the pyrazoro[l,5-a]-pyrimidine having the 
substituted carbamoyl group at the 6 position as asserted by the applicant in the written reply was not 
disclosed at time of initial application; thus this cannot be adopted. 
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